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DETAILED ACTION 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 31 
October 2007 has been entered. 

Status of Application, Amendments and/or Claims 

The amendment filed 31 October 2007 has been entered in full. Claims 27, 54- 
60, 63, 64 and are canceled. New claims 65-70 are added. Claims 1-26, 28-53, 61, 62, 
65-70 are under examination. 

Information Disclosure Statement 

The information disclosure statement(s)(IDS) filed 09 January 2008 was received 
and complies with the provisions of 37 CFR §§1 .97 and 1 .98. It has been placed in the 
application file and the information referred to therein has been considered as to the 
merits. 

Withdrawn Objections And/Or Rejections 

The rejection to claims 27 and 54 under 35 U.S.C. 112, First paragraph, Written 
description, New Matter, as set forth at pages 6-8 of the previous Office Action (14 
August 2007), is withdrawn in view of the amendment (31 October 2007). 
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The rejection to claims 27, 63 and 64 under 35 U.S.C. 112, second paragraph, 
as set forth at pages 8-9 of the previous Office Action (14 August 2007), is withdrawn in 
view of the amendment (31 October 2007). 

Claim Rejections-35 USC § 112, Second Paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-26, 28-62, 65-70 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

Claims 1-26, 28-62, 65-70 are rejected because of the interchangeable use of 
"monitoring movement" and "assaying movement" (see claims 1, 28, 66, 69). The 
difference between the claim limitations is unclear and thus the metes and bounds of 
the instant claims cannot be determined. 

Claim 66 is indefinite because the method is drawn to a "first population 
comprising the first selected chemoattractant receptor" and a "second population 
comprising the second selected chemoattractant receptor". However, claim 66 depends 
from claim 1, which recites a single population expressing two different 
chemoattractant receptors. Claim 66 is indefinite because it depends from a claim 
(claim 1) drawn to only one cell population with two receptors, thus it is unclear what is 
exactly be examined in claim 66. The metes and bounds of the instant claim cannot be 
determined. 
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Claim Rejections-35 USC § 112, First Paragraph, Enablement 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-26, 28-53, 61 , 62 (and new claims 65-68, 70) remain rejected under 35 
U.S.C. 112, first paragraph, as failing to comply with the enablement requirement. The 
basis for this rejection is set forth at pages 2-6 of the previous Office Action (14 August 
2007). 

Applicant asserts that the specification fully enables the scope of claims 1 and 28 
and any claims dependent thereon for the following reasons. Applicant argues that the 
specification, provides ample description of the BiRAM assay for use in identifying non- 
specific candidate antagonist hits to the chemoattractant receptors selected for use in 
the assays. Applicant cites pages in the instant specification. Applicant cites pages 39- 
43 and Examples 8-10, for specific examples of the BiRAM screening assay. Applicant 
contends that the skilled artisan, provided the guidance in the specification, would 
understand how to use BiRAM assays to identify antagonist hits to the selected 
chemoattractant receptors used in those assays. Applicant points out that, as amended, 
claims 1 and 28 do not require that the identity of the chemoattractant receptor reacting 
in the BiRAM assay is known at the end of the BiRAM assays. 

Applicant's arguments have been fully considered but are not deemed 
persuasive. The specification teaches that the reverse activation of migration (RAM) 
assay identifies and discriminates antagonists while decreasing the prevalence of false 
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positives and negatives signals found in other assays. The specification teaches that 
conventional screens for antagonists of cell migration measure the reduction of cell 
migration; the RAM assay measures the activation of cell migration. In the RAM assay, 
cells are challenged to migrate in the presence of migration-inhibitory concentrations of 
chemoattractants in response to candidate antagonists. The purported novelty of the 
instant invention is that the RAM assay identifies and discriminates antagonists while 
decreasing the prevalence of false positives and negatives signals found in other 
assays using set parameters. Ligands induce cell migration, but at inhibitory 
concentration certain ligand inhibits cell migration. The specification teaches that when 
a cell migrates in the presence of a candidate antagonist and an inhibitory concentration 
of the ligand, the candidate antagonist is identified as a true antagonist. In the RAM 
assay, cells are challenged to migrate in the presence of migration-inhibitory 
concentrations of chemoattractants in response to true antagonists. 

The specification teaches that in a binary RAM (BiRAM) assay, two types of 
chemoattractant receptors can be assayed in the same assay. Either a single cell 
population comprising two different receptors on one cell or two distinct cell populations 
each comprising a different receptor are incubated with a candidate antagonist and then 
contacted with an inhibitory concentration of ligands for the target receptor. The ability 
of the cell populations to migrate in response to treatment with a candidate antagonist is 
assayed. If the cell migrates in the presence of a candidate antagonist, then a positive 
signal is observed (page 12, lines 1-10; page 18, lines 5-21 and page 19, line 1-page 
20, line 30). The specification states that the BiRAM screening assay identifies hits, 
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which correspond to either of the chemokine receptors present on the population of 
cells used in the screening assay. The specification states that although the hits may 
identify an antagonist to one or more chemokine receptors, the identity of this 
chemokine receptor(s) reacting in the assay and causing cell migration is not known at 
this stage of the assay. The specification states that because the hit rate is very low, i.e. 
less than 1%, receptors identity can be then determined by re-screening the candidate 
antagonist in a RAM assay in which only one chemokine is applied at a time (page 20, 
lines 5-15). 

The instant claims are not enabled for the following reasons. The Examiner will 
break down the reasons why the particular claims are not enabled. 

Claims 1-26, 28-53, 61, 62, 65, 67, 68 and 70 are not enabled because the 
specification fails to teach how to use a chemoattractant antagonist if the identity of its 
chemoattractant receptor is not identified in the BiRAM assay. Applicant argues that as 
amended, claims 1 and 28 do not require that the identity of the chemoattractant 
receptor reacting the in BiRAM assay is known at the end of the assay. This is not found 
persuasive. One of the purported utilities of the BiRAM assay is to identify 
chemoattractant receptor antagonists of chemoattractant receptors that could possibly 
be used in drug development. The specification does not teach how to use an 
antagonist to an unknown/unidentified chemoattractant receptor. It is unclear how 
the skilled artisan would use an antagonist without knowing the chemoattractant 
receptor to which it binds. It is unclear how drugs would be developed without knowing 
the possible affects on its binding receptor. 
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In addition, claims 1-26, 61, 65-67 are not enabled because the specification fails 
to teach how to identify candidate antagonists and the chemoattractant receptors 
causing the cell migration when the BiRAM assay employs two different 
chemoattractant receptors on the same cell and at least two candidate antagonists. 
When a single cell population comprising two different chemokine receptors is 
incubated with candidate antagonists in the upper chamber, how does one skilled in the 
art discern which chemoattractant receptor and which candidate antagonist is inducing 
the single cell population to migrate to the lower chamber. Contrary to Applicant's 
assertion, the instant examples employ known antagonists to known 
chemoattractant receptors . The instant examples do not teach the incubation of 
candidate antagonist (i.e. unknown antagonists) together with a single cell 
population comprising two different chemoattractant receptors in the upper chamber, 
wherein incubation induces cell population migration to the lower chamber in the 
presence of inhibitory concentrations of ligands of the two different chemoattractant 
receptors wherein the candidate antagonist(s) is identified as a true antagonist and its 
chemoattractant receptor(s) is identified. The teachings in the examples are not 
tantamount to the instant claims. 

Only new claim 69 recites a method that could identify an antagonist to two 
different cell populations each comprising a different chemoattractant receptor by re- 
screening the candidate antagonist in a RAM assay in which only one chemokine 
and one cell population is applied at a time. However, this method is not applicable 
to one cell population comprising two different chemoattractant receptors (i.e. claim 66). 



Application/Control Number: 10/630,180 Page 8 

Art Unit: 1647 

Due to the large quantity of experimentation necessary to identify a candidate 
antagonist(s) as a true antagonist and its chemoattractant receptor(s) and the large 
quantity of experimentation necessary to employ a chemoattractant antagonist to an 
unknown/unidentified chemoattractant receptor, the lack of direction/guidance 
presented in the specification regarding same, the absence of working examples 
directed to same, the complex nature of the invention, and the breadth of the claims 
which fail to recite limitations regarding parameters for identifying unknown candidate 
antagonists and its chemoattractant receptors on single cell populations and employing 
unknown chemoattractant antagonists, undue experimentation would be required of the 
skilled artisan to make and/or use the claimed invention in its full scope. 

It is noted that if the limitations of claims 68 and 69 were put in claim 28; 
claim 28 (and those claims dependent on claim 28) would be allowable. 

Thus, if claim 28 was amended to recite: 

"A method for identifying an antagonist of at least one of selected first and 
second chemoattractant receptors antagonist, comprising: 

a) providing an apparatus comprising an upper chamber and a lower chamber 
separated by a porous membrane; i) placing a candidate antagonist and a first cell 
population and a second cell population in the upper chamber, wherein the first cell 
population comprises the first selected chemoattractant receptor and wherein the 
second cell population comprises the second selected chemoattractant receptor; ii) 
placing an inhibitory concentration of a ligand for the first selected chemoattractant 
receptor in the lower chamber; placing an inhibitory concentration of a ligand for the 
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second selected chemoattractant receptor in the lower chamber; and iii) monitoring 
movement of the first and the second cell populations from the upper chamber to the 
lower chamber, wherein the movement identifies the candidate antagonist as an 
antagonist of at least one of the first and second selected chemoattractant receptors; 

further comprising a step of determining whether an identified antagonist is an 
antagonist for one of the first selected chemoattractant receptors, the second selected 
chemoattractant receptor, or both; 

b) wherein determining is performed by a method comprising the steps of: 
determining whether the identified antagonist is the antagonist for the first selected 
chemoattractant receptor comprising the steps of: i) placing a first cell population 
comprising the first selected chemoattractant receptor and a candidate antagonist in the 
upper chamber, ii) placing an inhibitory concentration of a ligand for the first selected 
chemoattractant receptor in the lower chamber, and iii) monitoring movement of the first 
cell population from the upper chamber to the lower chamber, wherein the movement 
identifies the candidate antagonist as an antagonist of the first selected chemoattractant 
receptor; and 

c) determining whether the identified antagonist is the antagonist for the second 
selected chemoattractant receptor comprising the steps of: i) placing a second cell 
population comprising the second selected chemoattractant receptor and the candidate 
antagonist in the upper chamber, ii) placing an inhibitory concentration of a ligand for 
the second selected chemoattractant receptor in the lower chamber, and iii) monitoring 
movement of the second cell population from the upper chamber to the lower chamber, 
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wherein the movement identifies the candidate antagonists as an antagonist of the 
second selected chemoattractant receptor." 

It is also noted that if Applicant can demonstrate (using support from the 
instant specification), how one skilled in the art can distinguish between 2 
different chemoattractant receptors on the same/single cell population (i.e. the 
identity of the receptor reacting in the BiRAM assay and causing cell migration) 
and the limitations of claims 65 and 66 were put in claim 1; claim 1 (and those 
claims dependent on claim 1) would be allowable. 



Conclusion 

No claims are allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to REGINA M. DEBERRY whose telephone number is 
(571)272-0882. The examiner can normally be reached on 9:00 a.m.-6:30 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath N. Rao can be reached on (571) 272-0939. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Marianne P. Allen/ 

Primary Examiner, Art Unit 1647 

RMD 

1/30/08 



